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In Japan, the comprehensive genomic profiling (CGP) test was reimbursed by public national health
insurance in June 2019 and more than 76,000 cancer patients have already been tested. One issue
that has emerged as a result of the widespread use of CGP tests is that, even if an expert panel
discusses and recommends a drug for a druggable or rare variant of a cancer type other than those
targeted for companion diagnosis that are found daily by CGP tests, many of these drugs are off-
label and do not lead to treatment. The following are some of the reasons for this.

In CGP testing, if a variant is detected at evidence level D or higher in the Guidance for Cancer
Treatment Based on Gene Panels Using Next—Generation Sequencing Devices, Version 2.0, an uninsured
drug with potential therapeutic benefit may be a candidate (JAMA Oncol 2016; 2:. 272-274.). In our
advanced medical care B (JAMA Netw Open. 2023;6(7) :e2323336) evaluating the effectiveness of CGP
testing before starting standard treatment, approximately 33% of cases were recommended for
treatment based on variants at evidence levels B-D (unpublished data).

In the USA, Europe and other countries, off-label use may be permitted in such cases under
systems such as the Compassionate Use Single Patient IND and the Patient Assistant Program, which
provide humanitarian drugs, but in Japan, there is no similar system, so even if an effective
variant is found, it cannot be treated

In this study, we developed a protocol draft for a multi-basket prospective clinical trial in
advanced medical care B to provide treatment opportunities for cancer patients with rare variants
for which uninsured drugs at evidence levels B to D are recommended in CGP tests. A list of
candidate rare variant and therapeutic drug combinations was also developed. A questionnaire survey
on off-label use was conducted among 1,261 citizens, cancer patients and healthcare professionals
which revealed that more than half of them, regardless of the subject, would prefer off-label use
in cases where the drug costs are not covered. On the other hand, it also became clear that it was
difficult to secure a budget to establish a research secretariat to carry out such a study, and it

was therefore necessary to aim to obtain research funding to design a new system.



